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We claim: 

1. A transgenic non-human mammal/the germ cells and somatic 
cells of which contain an inactivated HMGlW sequence introduced into the 
mammal, or an ancestor of the mainm^C^^ enforyonic stage. 

2. The minimal according/to claim 1, wherein the inactivated 
HMGI gene sequence is an inactivated HMGI-C gene sequence. 



3. The mammal according to claim 2, wherein the inactivated 
HMGI-C gene sequence is the sec^ce of the mutajit HMGI-C gene set out in 
Figure 10. 

4. The mammM accor^ing^to claim 1, wherein the mammal is a 

rodent. 



5. The 



lal according to claim 4, wherein the rodent is a 



mouse. 



6. A methbd for treating obesity in a mammal which comprises 
reducing the biological activity of HMGI genes in the mammal. 

7. The method accordiim^claim 6^/wherein at least 10% of the 
biological activity of HMGI genes i^feduced. 



8. The method acco*i 
biological activity of HMGI genes is 



9. The method acco 
biological activity of HMGI genes^j 



ding to claim 7, wherein at least 25% of the 
reduced. 



•ding to dmm 8, wherein at least 50% of the 
reduced. 



10. The method ac^zfrding to claim 6, wherein the biological 



activity of HMGI-C genes is reduced. 
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11. The method according^© claim 6,/wherein the mammal is 
leptin-deficient or leptin receptor-defir 



12. The method according to claim 6, wherein the reduction in 
biological activity oJ/HMGl genes j is achieved by inhibiting the expression of 
HMGI genes. 
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13. The method according to claim 12, wherein inhibition of the 
expression of HMGI genes is a'chieved by administering to the mammal a 
therapeutically effective amount of an oligonucleotide which has a nucleotide 
sequence complementary to at leasti a portion of the mRNA of the HMGI gene. 
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to claim 6, wherein the reduction in 



14. The method accordi 
biological activity of HMGI gene^^achieved by inhibiting the DNA-binding 



activity of HMGI genes^/ 



15. The method according to claim 14, wherein the inhibition of the 
DNA-binding activity of HMGI genes is achieved by administering to the mammal 
a therapeutically effective amount of netropsin, distamycin A, or Hoechst 33258 
(bisbenzimide). 
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16. They4nethod according to claim 6, wherein the reduction in 
biological activity otpmGl genes is achieved by inhibiting the protein-protein 
interactions of HMSImroteins. 



human. 



rodent. 



mouse. 



17. The method according^) xlaim 6ywherein the mammal is a 



18. The method according to claim 6, wherein the mammal is a 



19. The method according to 




18, wherein the rodent is a 
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20. The method according to claiiirif8; wherein the biological 



activity of HMGI is substantially reduce 
inactivated HMGI gene sequence intrgdiiced 
the mammal, at an embryonic stage 



21. The method according 
HMGI gene sequence is an inactivated 

22. The method accor< 
HMGI-C gene sequence is the seque: 
Figure 10. 




the mammal with an 



mammal, or an ancestor of 



laim 20, wherein the inactivated 
lcc 

iaim 21, wherein the inactivated 
the mutant HMGI-C gene set out in 
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23. A Anethod for regulating growth and development of adipose 
tissue in a mammal /which comprises reducing the biological activity of HMGI 



genes in the mammal. 

24. The method accordin 
leptin-deficient or leptin receptor-defi 



25. The methocf according 
biological activity of HMGI genes is a 
HMGI genes. V 




x) claim 23, wlierein the mammal is 



to claim/23, wherein the reduction in 
achieved by inhibiting the expression of 
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26. The method according to .claim 25, wj^fein inhibition of the 
expression of HMGI genes is achieved by admimstering to the mammal a 
therapeutically effective amount of an ' oligonucleetfide which has a nucleotide 
sequence complementary to at least a portion of the mRNA of the HMGI gene. 
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27. The method accordin^o\tfaim 23, wherein the reduction in 
biological activity of HMGI genes is achieved by inhibiting the DNA-binding 
activity of HMGI genes. 

28. The method^ accQrding to claim 27, wherein the inhibition of the 
DNA-binding activity of HMGI genes is achieved by administering to the mammal 
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a therapeutically effective amount of netropsin, d|£tamycin A, or Hoechst 33258 
(bisbenzimide). 



29. 

biological activity 
interactions of HM* 




od according to claim 23, wherein the reduction in 
genes is achieved by inhibiting the protein-protein 



oteins. 



30. The method according to claim 23, wherein ^ least 10% of the 
biological activity of HMGI genes is reduced. 

31. The method according tojgJafim^O, wlj^rein at least 25% of the 
biological activity of HMGI genes is reduj; 
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32. The method ad^ofding to claim 3/, wherein at least 50% of the 
biological activity of HMGI geijles is reduced. 

33. A^iethodl for screening/ candidate compounds capable of 
inhibiting HMGI bi9^ical activity which comprises the steps of: 

1MGI protein or a fragment thereof on a solid 

surface; 

(b) incubating the \ftMGI protein with a candidate compound under 
conditions which promote optimalUnteraction; aruj 

(c) measuring the bmding affinjt£/of the candidate compound to the 
HMGI protein or a fragment whereraf; and 

(d) determining from wer binding affinity which candidate 
compounds inhibit the HMGI bimogicaL^ctivity. 
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34. The method sffifcprding to claim 33, wherein the candidate 
compound inhibits HMGI bfolog&al activity in an amount of at least 10%. 

35. The/ method according to claim 34, wherein the candidate 
compound inhibits HMGI ^logical activity in an amount of at least 25%. 

36. /A method for screening candidate compounds capable of 
inhibiting HMGI biological activity which comprises the steps of: 
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(a) transfecting into a cell a DJ^^^onstmct^wJiich contains a 



reporter gene under control of an HMGI Meteifi^gulated promoter; 

(b) administering to^ier'^^^^ididate compound; 

(c) measuring the^devels^rcporter gene expression; and 

(d) determining from the levels of reporte/ gene expression which 
candidate compounds inhibit the HMGI biological actiyit 
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37. The method according /to ckram 36, wherein the candidate 
compound inhibits HMGI biological activity An annimount of at least 10%. 

38. The method according^ claim 37, wherein the candidate 
compound inhibits HMGI biological activitmn an amount of at least 25%. 




39. A mammal whQSi 
functionally active leptin gene and t£fe/tunci 



g* nome 



does^not encode for both the 
tjonally aefp^HMGI genes. 



40. The mamm^^cording/jd^um 39, wherein the HMGI gene is 
the HMGI-C gene. 



